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Claims z 

1. Compounds of foxmula (I) 



^0 J A II B 
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(I) 



in whicJa: 

^5 and R^, whicH may be the same or different:, each 

represents a lower alkyl , alkenyl or alkynyl group; 

R"^ represents a methyl group having or- or 3- 
configuration; 

R"" represents a hydrogen atom or an etherifying or 
2 0 esterifying group; 

represents a hydrogen atom, a hydroxyl group or £ 
lower alkoxy group; 

X represents a group OR", wherein R"* is as defined 
above, or a group NR^r"' wherein R^ represents a hydrogen 
25 atom, an aliphatic or araliphatic organic group, or an 

acyl group comprising an aliphatic, araliphatic or aryl 
organic group linked to the nitrogen atom by way of a 
carbonyl group; and R^ is a hydrogen atom or a lower 
alkyl group; 

Y represents a lower alkylene, alkenylene or 
alkyxiylene group optionally substituted by a hydroxyl, 
etherified hydroxyl or esterified hydroxyl group; and 

the dotted lines signify that doiible bonds may be 
present at the 16 ( 17) -position and/or either at the 
35 €(7)- and 8 (9) -positions or at the 7 ( 8 ) ^position . 



Compounds of formula (I) as claimed in claim 1 
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^ are independently sel 



wherein and R 

allcyl groups and C,-^ alkenyl and allcyn:5j^l 
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tcted from Cj^e 
groups . 



3. Compounds of formula (I) as claimed in claim 2 
wherein R' and R^ are straight chain groups. 



4. Compounds of formula (I) as claime 
wherein R^ and R"^ ' are selected from methyl 
propargyl groups . 



Compoxmds'- of formula (I) as claimed in any of the 



id in claim 2 

ethyl and 



preceding claims wherein R^ a hydrogen 



group, a Cj.g ^Ikyl group optionally interrupted hy one 



atom, a silyl 



a lower 
a Ci_6 alkanoyl 



or more oxygen atoms or siibstituted by 
cycloalkyl group, a cyclic ether group 
group, an aroyl group, a Ci_6 alkane sulphonyl or 
halogenated methane sulphonyl group, or an arene 
sulphonyl group. 

6- Compounds of formula (I) as claimed in claim 5 
wherein R' is a hydrogen atom. 

7* Compounds of formula (I) as claimed in claim 5 
wherein R* is a metabolically labile group or a lower 
alkyl group . 

8. Compounds of formula (I) as claimed in any of the 
preceding claims wherein R* represents a hydrogen atom or 
a methoxy group, 

9- Compoumds of formula (I) as claimed in any of the 
preceding cla ims wherein X represents a hydroxy 1 group 
or a group of formula NR^R^ wherein 

is a Ci^e alley 1 group, C^.^i carbicyclic aryl Cj.^ 
alkyl group, Ca.e alkanoyl group, C^-i? carbocyclic aryl 
Oz-s alkanoyl group, C7.13 carbocyclic ar^yl group or any 



of the preceding groups stxbstituted by 



one or more halo. 
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Ci^^ alkyl, C]., alkoxy, C,.^ alJcanoyl, C^.^ alkylamino, 
di (Cj.q alkyD'amino , nitxo, cairbanioyl or C^.^ alkanoylamino 
substituents ; and 

is a hydrogen atom or a Ci_6 alkyl group, 

10. Compounds of formula (I) as claimed in claim 9 
wherein X represents a hydroxyl , amino^ methylamino, 
' ethylamino, N-ethyl-N-methylamino, acetylamino , 
benzamido or .phenylacetyl amino group. 

11- Compound? of formula (I) as claimed in any of the 
preceding claims wherein Y contains up to 7 carbon atoms 
and up to 3 multiple bonds - 

^2. Compoimds of formula (I) as claimed in claim 11 
wherein Y is a straight chain C^.g group . 

13- Compound's of formula IX) as claimed in any of the 
preceding claims wherein Y is substituted by a hydroxyl , 
etherified hyQroxyl or esterif ied hydroxyl group 
positioned a-., or y- to rhe group -C(R^) (R^) .X or Oc- 

to any triple' bond present in the group Y. 



20 



25 



14 . Compounds as claimed in claim 11 wherein Y is 
selected from, ethylene, trimethylene, tetramethylene, 
vinylene, buta-1 , 3-dienylene , prop-2-ynylene and 1- 
hydroxypr op - 2 t yny 1 ene . 

15. Compounds of formula (I) as claimed in claim 1 
3 0 wherein: 

and which may be the same or different, each 

represents a lower alkyl group ; 

represents a hydrogen atom; and 
^ represents a group NR^'' wherein r"' is hydrogen. 

35 
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16 - The compoiinds : 

as-acetyl amino - 3 - hydroxy - 2 4 - homo -19-no3r-cholest- 
1, 3 , 5 (10) , X6-tet:raene; 
5 25-et:hylatnino-3 -hydroxY-24 -homo-19-xior-cholest- 

1,3,5 (10) , 16-tetxaene ; 

2 5 -methylamino - 3 - hydroxy- 24 - homo - 1 9 -nor - chole s t - 
X, 3 , 5 (10) , le-tetraene ; 

2 5 - dimethyl amino - 3 - hydroxy - 2 4 - homo - 1 9 - nor - chole s t - 
10 1,3,5 (10) , le-tetraene; 

25- (N-^ethyl-N-methylamino) -3 -hydroxy-24 -homo-X9 - 
nor-cholest:-l,3,5 (10) , l6-tet:raene ; 

2 5 - ace tylamino - 3 -me thoxy- 2 4 - homo - 1 9 -ftor - choles t - 
iTs , 5 (10) , 16-tetraene; 
x 5 2 5 - ac e ty 1 amino - 3 - echoxy- 2 4 - homo - 1 9 - nor - chol es t - 
1,3,5 (10) , 16-tetraene; 

25-acetylamino-3-isot»u.toxy-24-homo^l9-nor-cholest:- 

1,3,5(10) ,l6-t:etraene; 

2 5 -beixz amido- 3 -hydroxy- 24 - homo - 1 9 -nor - cholest - 
20 1.3,5 (10) ,l6^tetraene; 

2 5 -phenyl ace ty 1 amino - 3 - hydroxy - 2 4 - homo - 1 9 - nor - 
cholest-1, 3 , 5 (10) , l6-tetraene; 

2 5 - a c e t y 1 amino ^ 3 - hydroxy - 2 4 - homo - 1 9 - nor - cho 1 e e t - 
1,3,5 (10) -triene; 

25 3 , 24-dihydroxy-24-propargyl-19-26 , 27-trisnor- 

cholest-l ,3,5 (10) -triene; 

2-methoxy^3 , 24 -dihydroxy-24 -piropargyl-'19 , T.S , 27- 
trisnor-cholesta-l, 3 , 5 (10) -triene,- 

3 , 24-dihydroxy-20-epi-24-propargrJ'l-l9 , 26 , 27- 
3 0 trisnor-cholest-1, 3 ,5 (10) - triene? 

3 , 24-dihydroxy-24 , 24-bispropargyl-19 -nor- chol - 
1,3,5 (10) , 22-tetraene; 

2- methoxy-3, 24-dihydroxy-24 , 24-i>ispropargyl-l9-nor- 
chol-l , 3 , 5 (10) , 22-tetraene; 

35 3 , 24-dihydroxy-20-epi-24 , 24 -bispropargyl - 19 -nor- 

chol-1,3, 5 (10) , 22-tetraene; 

3- hydroxy-25-amino-26 , 27-bxehomo-19-nor-cholest- 
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1, 3 , 5 (10) -tz-ien-2 3-yne,- 

2 - m e t Ho^cy - 3 - hydroxy - 2 5 - ami no - 26, 27-t)is homo - iS-nor- 
chole^t-l, 3 ,5 (10) - tr'ien-23 -yne ; 

3-hydroxy-20-epi-25-amino-26 , 2 7-bishomo-19-nor- 
5 cholest-1, 3 , 5 (10) - trien- 23 -yne ; 

3 -bydz-o3!cy- 2 5 - amino -:26,27-bi shtomo - 1 9 -nor- chol es t - 
1,3,5(10)- triene ; 

2-methoxy-3 -liydro5cy-25-amino-26 , 2 7-bishomo-19-nor- 
cholesta-1, 3 , 5 (10 ) -triene; 
10 3 "h.ydjroxy-20-epi-25-amino-26 ^ 26 -bishomo- 19-nor- 

cholesta-l, 3 , 5/(10) -triene; 

3 -hydroscy- 2 5 - acetyl amino - 2 6 , 2 7 -bi shomo -IS -nor- 
choleat-l, 3 ,S (lO) -trien- 23 -yne ; 

2- methoxy-3-bydroxy-25-acetylamino-2 6, 2 7-bisiiomo- 
15 19-nor-cliolest-l , 3,5 (10) - trien- 23 -yne; 

3- hydroxy-20-epi-25-acetylamino-26 , 27-bishomo-l9- 
nor-cbolest-1, 3, 5 (10) - trien- 23 -yne ; 

3 ^ 22-dihydroxy-2S -amino-26 , 27-bishomo-19-nor- 
cholest-l, 3 ^ 5 (XO) -trien-23-yne; 
20 2-methoxY-3 , 2 2-dihydroxy-2 5-amino-26 , 2 7-bisbomo-l9- 

nor-cholest-l , 3 , 5 (10) -trien-23-yne; 

3, 22-diliydro3cy-20-epx-2S-amino-26, 27-bishomo-19- 
nor-cholest-1, 3 , 5 (10) - trien-23 -yne ; 

2 - me t boxy - 3 - hydroxy- 2 4 - homo - 2 5 - acetyl amino - 1 9 - nor - 
25 cholest-1, 3 , 5 (10) , 16-tetraene; 

2 - me t hoxy- 3 - hydroxy - 2 4 - homo - 2 5 - ami no - 1 9 - nor - 
choXest-1, 3 , 5 (10) , 16-tetraene; 

2- methoxy-3-hydroxy-25-acetylamino-19-nor-chole3t- 
1,3,5 (10) , 16-tetraene,- 

3 0 2 - me thoxy - 3 - hydroxy - 2 5 - amino - 1 9 - nor - chol e s t - 

1,3.5 (10) , 16-tetraene; 

3 -hydroxy-24-homo-25-acetylamino-19-nor-cholest- 
1,3,5 (10) ,6,8, 16-hexaene; 

3- hydroxy^24-homo-25-amino-19-nor-cholest- 
35 1,3,5(10),6, 8, 16-hexaene; 

3 , 25-dihydroxy-19-nor-chole3t-l , 3 , 5 (10) - 
trien- 23 -yne ; 
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3 , 2 5-ciitiydroxy-19-noi:-cholest-X, 3 ,5(10) -tjriene; 
2-inechoxy-3 , 25-d±hydxoxy-l9-xior-cholest:-l , 3,5(10)^ 

tirien-23 -yne; 

3 , 25-diliyciro3cy-20-epi-19-nor-cholesc:-l ,3^5 (10) - 

5 tr±en-23-yxie; 

2-met:hoxy-3 , 25-dihydroxy-19-nor-cliolest-l, 3 /s (10) - 
tariene ? 

3 , 25-diliydroxy-20-epi- 19-no3r-cholest-l , 3 , S (10) - 

XO 3 , 2 5 -di hydroxy* 24 , 24a-b±shoTno-19-iioi:-cliolest- 

1, 3 , 5 (10) , 22; 24 (24a) -pentaene; 

2 5 - amino - 3 - hydroxy- 20^ epi - 2 4 - homo - 1 9 - nor - chole s t - 
1,3,5 (10) ,16-t:etraene7 ^ 

25-acetylamino-3-hydroxy-20-epi-24-homo-l9-n.or- 
15 cholest-l, 3 , 5 (10) , 16-tetraene ; 

2 5 - amino - 3 - hydroxy- 2 O - epi - 1 9 - nor- choles t - 
1, 3 , 5 (10) , IS^tetraene; 

2 5 - acetyl amino - 3 - hydroxy- 2 0 - epi - 2 4 - homo - 1 9 - nor - 
cholest-1, 3 ^ 5 (10) , iG-tetraene; 

2 0 3-hydroxy-24-homo-25-acetylamino-19-nor-cholest:- 

1 , 3 , 5 (10) , 6 , le-pentaene; and 

3 - hydroxy - 2 4 - homo - 2 5 - ami no - 1 9 - nor - cho 1 e s t - 
1 , 3 , 5 (10) , 6, IS-pentaene. 

25 17- Active compounds of fonrvula (I) as claimed in any 
preceeding claim for use in management of neoplastic 
disease; as agents to promote wound healing; in bum 
management; in treatment of bone diseases, autoimmune 
disea.se, host-graft reaction, transplant rejection, 

3 0 inflammatory diseases^ neoplasias or hyperplasias, 

myopathy, enteropathy or spondylitic heart disease; in 
suppression of parathyroid hormone; in treatment of 
dermatological diseases, hypertension, rheumatoid 
arthritis, psoriatic arthritis, secondary 
3 5 hyperparathyroidism, asthma, cognitive impairment or 

senile dementia; in fertility control in either human or 
animal subjects; in management of disorders involving 
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blood clotting; or in reduction of seruin cholesterol. 

18- Tlie use of an active compoimd of formula (I) ae 
claimed in any one of claims 1 to 16 for the manufacture 
5 of a medicament for use in management of neoplastic 

di&ea^e; as .an agent to promote wound healing; in bum 
management,- in treatment of bone diseases^ autoimmune 
disease, host-graft reaction, Transplant rejection^ 
inflammatory: diseases, neoplasias or hyperplasias, 

10 myopathy^ enteropathy or spondylitic heart disease; in 
suppression o^ parathyroid hormone; in treatment of 
derma tolog-ical diseases, hypertension, rheumatoid 
arthritis, psoriatic arthritis, secondary 
hyperparathyroidism, asthma, cognitive impairment or 

15 senile dementia; in fertility control in either human or 

animal subjects; in management of disorders involving- 
blood clotting; or in reduction of serum cholesterol. 

19- Pharmaceutical compositions comprising an active 
2 0 compound of formula (I) as claimed in any one of claims 

1 to 16 in admixture with one or more physiologically 
acceptable carriers or e^ccipients . 



25 



30 



35 



20- A method of treatment of a human or animal subject 
in the management of neoplastic disease; to promote 
wound healing; in bum management; in treatment of bone 
diseases, autoimmune disease, host-grraft reaction, 
transplant rejection, inflammatory diseases, neoplasias 
or hyperplasias, myopathy, enteropathy or spondylitic 
heart disease; in suppression of parathyroid hormone; in 
treatment of dermatological diseases, hypertension, 
rheumatoid arthritis, psoriatic arthritis, secondary 
hyperparathyroidism, asthma, cognitive impairment or 
senile dementia; in fertility control; in management of 
disorders involving blood clotting; or in reduction of 
serum cholesterol, which mechod comprises administering 
to said subject a therapeutically effective amount of an 
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active compouind of formula (I) as claimed xxi any of 
claims 1 to 16 - 

21. A process for the preparation of a cotnpoixnd of 
5 formula (I) as defined in claim 1 which comprises 

reacting a cqmpound containing a precursor for the 
desired 17-pqsition side chain in one or more stages and 
with one or . more reactanta serving to form the said 
desired 17 -position side chain, followed if necessary 
10 and/or desired by removal of any o-protecting group. 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/GBOO/01 81 3 



I. Basis fth rep rt 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articie 14 are referred to in this report as "originaiiy fiied" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70, 17).): 
Description, pages: 

1-61 as originally filed 



Claims, No.: 

1-21 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
S claims Nos. 20 as to lA. 

because: 

H the said International application, or the said claims Nos. 20 relate to the following subject matter which does 
not require an international preliminary examination (specity): 
see separate sheet 

□ the description, claims or drawings {indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specity): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination report cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

" Novelty (N) Yes: Claims 1-21 

No: Claims 

Inventive step (IS) Yes: Claims 1-21 

No: Claims 

Industrial applicability (lA) Yes: Claims 1-19,21 



Form PCT/IPEA/409 (Boxes l-VIII. Sheet 2) (July 1998) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/GBOO/01 81 3 



No: Claims 



2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 



Fonm PCT/IPEA/409 (Boxes l-VIII, Sheet 3) (July 1998) 



INTERNATIONAL PRELIMINARY International application No. PCT/GBOO/01813 
EXAMINATION REPORT - SEPARATE SHEET 



III. Non-establishment of opinion 

Claim 20 relates to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1 (iv) PCX. Consequently, no opinion will be formulated 
with respect to the industrial applicability of the subject-matter of this claim (Article 
34(4)(a)(i) PCT). 

V.2 Reasoned statement: Citations and explanations 

1 . Having regard to the fact that the prior art documents cited in the ISR neither 
disclose the compounds of claim 1 or very close analogs nor relate to compounds 
which possess the same spectrum of activities, the subject-matter of claims 1-21 
can be recognised as novel and inventive vis-a-vis this state of the art. It is 
obviously industrially applicable (except claim 20). 

2. For the assessment of claim 20 on the question whether it is industrially applica- 
ble, no unified criteria exist in the PCT Contracting States. The patentability can 
also be dependent upon the formulation of the claims. The EPO, for example, 
does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a 
compound for the manufacture of a medicament for a new medical treatment. 

VIII. Certain observations 

1 . It is reminded that the breadth of the main claim should be such that it represents 
a reasonable generalisation over the examples provided, and such that every 
compound falling within its scope actually provides a solution to the problem 
underlying the invention. 

In the present case, having regard to the limited variety of the compounds effecti- 
vely prepared and to the absence of any concrete test data in the description, it is 
questionable whether the scope of claims 1-21 is reasonable and justified. Espec- 
ially the definitions of R"*, R® and Y appear to be to broad and widely speculative. 
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Thus the Applicant should ensure that principal claim 1 covers only compounds 
which actually solve the given problem. 

2. The relative term "lower" used in several claims has no well-recognised meaning 
and leaves a doubt as to the meaning of the technical features to which it refers, 
thereby rendering the definition of the subject-matter of these claims unclear. The 
number of carbon atoms should be specified according to the description. 

3. Claim 16 comprises all the features of claim 1 and is therefore not appropriately 
formulated as a claim dependent on the latter (Rule 6.4 PCT). 

4. The term "active" used in the expression "active compound(s) of formula (I)" in 
claims 1 7-20 should be deleted to avoid any ambiguity as to the scope of these 
claims. The question arise whether this term is intended to have a limiting 
function, and that not all compounds of formula (I) are actually active (see above 
VIII. 1). If protection is also sought for intermediate compounds, such compounds 
should be clearly distinguished from the "active" compounds. 
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